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National Institutes of Health 
Recombinant DNA Advisory Committee (RAC) 

Building 31, Conference Room 10 
Bethesda, Maryland 

Final Agenda' 
September 2, 1999 

I. Call to Order and Opening Remarks/Mickelson •••.........••••••••.....••........ 9:00 a.m. 

Tab 2071 
Tab 2077 

Proposed Actions 
Charter Renewal-- 6/18/99 

(Page 7) 
(Page 648) 

II. Minutes of the June 14, 1999, Meeting ............................................ 9:10 a.m. 
Reviewers: Ando, Levi·Peari 

Tab 2085 Minutes (Page 879) 

III. Proposed Action to Amend the NIH Guidelines regarding the Timing of: Institutional Biosafety 
Approval, RAC Review and Public Discussion, Initiation of Human Gene Transfer 
ExperimentslMickelson ...•. . . . • . . . . . . . . . . . • . • • . .•. . •. . . . . . . . . . . . • • . . . . . . . . . . .. 9: 15 a.m. 
Ad hoes: Doris Zallen, VA Polytechnic Inst. & State Univ. 

Tab 2071 
Tab 2082 

Tab 2086A 

Tab 2086D 

Abbey Meyers, Ntl. Organization for Rate Disorders 

Proposed Action-I 
Ohio State University's Comments 
Eastern Cooperative Oncology Group's Comments 
Genzyme Corporation's Comments 
Blue Sheet Article, 8/11199 
Nature Genetics Article, 8/99 
Diagram of Proposed Action 
ORDA's Letter to IBC Chairs 
ORDA's Letter to FDA 
ORDA's Letter to OPRR 
Mickelson's Overheads 
CBERlFDA Draft Letter 

(Page 9) 
(Page 710) 
(Page 711) 
(Page 714) 
(Page 716) 
(Page 718) 
(Page 904) 
(Page 905) 
(Page 906) 
(Page 907) 
(Page 914) 
(Page 918) 

(Break .......•..........••••••••.......•...•••.............••.. 10:30-10:45 a.m.) 

(Lunch •••..••••••••••.•....••••••••••••....•••...........••..•• 12:00-1:15 p.m.) 

IV. Announcement of Working Group on Criteria for "Novel" ProtocolslMcivor ••......... 1:15 p.m. 

V. Report from the Working Group on the Scope of the NIH Guidelines for Research 
Involving Recombinant DNA MoleculeslMickelson . . . . . . . . . . • • • • • • . . . . . . • • • . • . . . . .. 1 :30 p.m. 
Report: Mickelson, 
WG Members: Wolff, Ando, Aguilar-Cordova, Juengst 

Tab 2073 Working Group Report (Page 45) 

(Break ............................................•••••........ 3:00-3:20 p.m.) 

I All times on this agenda are estimates. The actual time for consideration of an item may be earlier or later than indicated. 
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VI. Human Gene Transfer Protocol #9905-317 entitled: Phase I Clinical Trial Utilizing 
Gene Therapy for Limb Girdle Muscular Dystrophy: a, Il, 1. Or A-Sarcoglycan Gene 
Delivered with Intramuscular Instillations of Adeno-Associated Vectors. • . . . . . . . . . . . .. 3:20 p.m. 

VII. 

Investigator: Jerry Mendell, Ohio State University 
Reviewers: Wolff, McIvor, King 
Ad hoes: Richard Snyder, Harvard Institute of Medicine, Boston 

Doris Zallen, V A Polytechnic Inst. & State Vniv. 
Abbey Meyers, Ntl. Organization for Rare Disorders 

Tab 2074 

Tab 2079 

Tab 2086B 
Tab 2086E 

End of Session 

ORDA Summary 
ORDA Letter to Plan RAC Public Review 
RAC Members Recommendations 
Review from King 
Protocol 
Reviews from McIvor, Wolff, Snyder 
Sponsor's response to McIvor, Wolff, King 
Wall Street lournal Article, 6/17/99 
Sponsor's response to Snyder 
Wilson's Slides 
USA Today Article, 9/3/99 

September 3, 1999 

(Page 49) 
(Page 52) 
(Page 53) 
(Page 54) 
(Page 56) 
(Page 661) 
(Page 666) 
(Page 682) 
(Page 908) 
(Page 921) 
(Page 937) 

5:00 p.m. 

VIII. Opening RemarkslMickelson .................................................... 8:30 a.m. 

IX. Data Management/Greenblatt ................................................... 8:35 a.m. 

Tab 2072 
Tab 2083 

Tab 2086F 

ORDA's E-mail to PIs/Annual Data Reporting 
Protocol List 
Amendments & Updates 
Safety Reports & Adverse Events 
Protocols Not Requiring Full RAe Discussion 
Greenblatt Report 

X. Proposed Action to the NTH Guidelines regarding Prenatal Gene Transfer 

(Page 27) 
(Page 721) 
(Page 769) 
(Page 773) 
(Page 775) 
(Page 938) 

ResearchlMickelson ...........•.•......•.••••••••.............................• 8:50 a.m. 
Ad hoes: Doris Zallen, V A Polytechnic Inst. & State Univ. 

Abbey Meyers, Ntl. Organization for Rare Disorders 

Tab 2071 Proposed Action-II (Page 23) 
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XI. Discussion Regarding Submission and Reporting Requirements with Human Transfer 
Experiments/Mickelson .•••••..............••....•••............................ 9:2{) a.m. 

Tab 2084 Schering Corporation's Comments (Page 878) 

FDA Presentation on Adverse Event Reporting and ReviewlDr. Noguchi 

Tab 2086C Noguchi's Slides (Page 911) 

(Break .................••••.............•.•••..............•... 10:00-10:15 a.m.) 

XII. Human Gene Transfer Protocol #9902-284 entitled: Phase I Multi-Center~ Single 
Treatment Dose Escalation Study of Factor VIII Vector [HFVIII(v)1 for Treatment of 
Severe Hemophilia AlMickelson ••••••••................................•.••••... 10:45 a.m. 
Investigator: Margaret Ragni, University of Pittsburgh 
Reviewers: Markert, Chow, Macklin 
Ad hoes: Doris Zallen, V A Polytechnic Inst. & State Univ. 

Tab 2075 

Tab 2080 

Tab 20860 

Abbey Meyers, Ntl. Organization for Rare Disorders 

ORDA Summary 
ORDA Letter to Plan RAC Public Review 
RAC Members Recommendations 
ORDA Ltr to SponsorlRec'd Info, Patient Enrollment 
ORDA Ltr to PIlPatient Enrollment 
PI LetterlPatient Enrollment 
Sponsor Ltr/Continue Patient Enrollment & Treatment 
Reviews from Chow, Markert, Macklin 
Protocol 
Review from Macklin 
Sponsor's response to Chow, Macklin, Markert 
Blue Sheet Article, 8118/99 
Ragni's Slides 

(Page 287) 
(Page 290) 
(Page 291) 
(Page 293) 
(Page 294) 
(Page 295) 
(Page 296) 
(Page 297) 
(Page 304) 
(Page 684) 
(Page 687) 
(Page 699) 
(Page 941) 

XIII. Other RAC Issues ............••........•••.................................. 12:15 p.m. 

XIV. Chair's Closing RemarkslMickelson ...........•••..........••................•. 12:25 p.m. 

XV. Future Meeting Dates, AnnouncementslMickelson ................•............... 12 :29 p.m. 

Tab 2078 RAClDec 9-10, 1999, NIH, 31C, CRIO (Page 652) 

XVI. AdjournmentIMickelson .••••.............................••••••••••.......... 12:30 p.m. 

******************************************************************************************** 
Visit the ORDA Web site at: 
http://www .nih.gov lod/o rdal 

For current information on Guidelines, Protocols, Principal Investigators, Meetings, and 
information about upcoming Gene Therapy Policy Conferences 

******************************************************************************************** 
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For Your Information 

** Human Gene Transfer Protocol #9903~295 entitled: Phase I Study in the Safety and Efficacy of 
Transduced Keratinocytes for Possible Treatment of Gyrate Atrophy 
Investigator: Robert Nussenblatt, National Institutes of Health 
Reviewers: Friedmann, Gordon, Juengst 

Tab 2076 

Tab 2081 

Tab 2086H 

Additional Contact: Darby Thompson, EMMES Corp. 

ORDA Summary 
ORDA Letter to PIon RAC Public Review 
RAe Members Recommendations 
Reviews from Gordon, Friedmann 
Protocol 
Reviews from Bennett, Juengst 
Sponsor's Response to Friedmann, Gordon, Juengst 
PI's Withdrawal of Protocol 

(Page 408) 
(Page 411) 
(Page 4l2) 
(Page 415) 
(Page 419) 
(Page 701) 
(Page 706) 
(Page 956) 


